6102-000049/US/NP 

Serial No. to be assigned 

Prelim inary amendment (Amendment A) 

October 16, 2006 

IN THE CLAIMS 

The folio wing listing of claims will replace all prior versions and listings of claims in the 
present application. Attention is drawn to insertions and deletions by showing these in bold face. 

1 (currently amended). Use of A method for preventing or treating a 
condition associated with cortical spreading depression (CSD) in a subj ect , 
comprising administering to the subject, in an amount effective to suppress 
CSD, a compound having the Formula (lb) 

R 2 



R 



H 
N 



CNH 



R 



0 R 3 
Formula (lb) 



0 



wherein 

■ 

R is hydrogen, lower alkyl, lower alkenyl, lower alkynyl, aryl, aryl lower 
alkyl, heterocyclic, heterocyclic lower alkyl, lower alkyl heterocyclic 
lower cycloalkyl or lower cycloalkyl lower alkyl, and R is unsubstituted 
or is substituted with at least one electron withdrawing group or/and or 
at least one electron donating group; 

Ri is hydrogen or lower alkyl, lower alkenyl, lower alkynyl, aryl lower alkyl, 
aryl, heterocyclic lower alkyl, lower alkyl heterocyclic, heterocyclic, 
lower cycloalkyl, lower cycloalkyl lower alkyl, each unsubstituted or 
substituted with at least one electron donating group or/and or at least 
one electron withdrawing group; 

R2 and R3 are independently hydrogen, lower alkyl, lower alkenyl, lower 
alkynyl, aryl lower alkyl, aryl, halo, heterocyclic, heterocyclic lower 
alkyl, lower alkyl heterocyclic, lower cycloalkyl, lower cycloalkyl lower 
alkyl, or Z~Y 1 wherein R2 and R3 may be unsubstituted or substituted 
with at least one electron withdrawing group or/and or at least one 
electron donating group; and wherein heterocyclic in R2 and R3 is furyl, 
thienyl, pyrazolyl, pyrrolyl, methylpyrrolyl, imidazolyl, indolyl, 
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thiazolyl, oxazolyl, isothiazolyl, isoxazolyl, piperidyl, pyrrolinyl, 
piperazinyl, quinolyl, triazolyl, tetrazolyl, isoquinolyl, benzofuryl, 
benzothienyl, morpholinyl, benzoxazolyl, tetrahydrofuryl, pyranyl, 
indazolyl, purinyl, indolinyl, pyrazolindinyl, imidazolinyl, 
imidazolindinyl, pyrrolidinyl, furazanyl, N-methylindolyl, methylfuryl, 
pyridazinyl, pyrimldmyl, pyrazinyl, pyridyl, epoxy, aziridino, oxetanyl, 
azetidinyl or, when N is present in the heterocyclic, an N-oxide thereof; 

Z is O, S 3 S(0) a , NR4, NR 6 r , [[or]] PR4 or a chemical bond; 

Y is hydrogen, lower alkyl, aryl, aryl lower alkyl, lower alkenyl, lower 
alkynyl, halo, heterocyclic, heterocyclic lower alkyl, lower alkyl 
heterocyclic and Y may be unsubstituted or substituted with at least one 
electron donating group or/and or at least one [[an]] electron 
withdrawing group, wherein hetrocyclic has the same meaning as in R 2 
and R3 and, provided that when Y is halo, Z is a chemical bond, or 

[[ZY]] Z^Y taken together is NR4NR5R7, NR4OR5, ONR4R 7 , OPR4R5, 
PR4OR5, SNR4R 7? NR4SR 7> SPR4R5, PR4SR 7 , NR4PR 5 R<$ ? PR4NR 5 R 7a 
[[or]] N + R 5 R 6 R 7 , NR 4 C-R 5 , SCR 5 5 NR 4 C-OR 5 , SC-OR 5 , or 

OOOO 

NR 4 NR 5 -C»OR 6 ; 
O 

R$ is hydrogen, lower alkyl, lower alkenyl, or lower alkynyl which may be 
unsubstituted or substituted with at least one electron withdrawing group 
or/and or at least one electron donating group; 

R4, R5 and R<$ are independently hydrogen, lower alkyl, aryl, aryl lower alkyl, 
lower alkenyl, or lower alkynyl, wherein R4, R 5 and R$ may 
independently be unsubstituted or substituted with at least one electron 
withdrawing group or/and or at least one electron donating group; 
[[and]] 

R 7 is R<3 or COORg or CORs, which R 7 may be unsubstituted or substituted 
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with at least one electron withdrawing group or / an d or at least one 

electron donating group; 
Rg is hydrogen or lower alkyl, or aryl lower alkyl, and the aryl or alkyl group 

may be unsubstituted or substituted with at least one electron 

withdrawing group or/and or at least one electron donating group; 

[[and]) 
n is 1-4; and 
a is 1-3, 

or [[of]] a pharmaceutical^ acceptable salt thereo f? for the prep aration of a 
p hara iaeettti e^ for- i he prevention, a lleviat ion or/and 

treatment of headache or/and pai i if ul- e o nd iti fm s asso c ia te d w i th - e r r an d 
c aused by cortieal spreading de pr ession (CSD) . 

2 (currently amended). Use according to The method of claim I, 
wherein -wher e i n the j i cad ache - the CSP-associated condition is chronic 
headache. 

3 (currently amended). Use according to claims 1 or 2 The method of 
claim 1 , wherein the headach e CSD-associated condition is migraine. 

4 (currently amended). Use according to The method of claim 3 1 
wherein the migraine is for the manufacture of a medicament for the 
treatment of acute migraine. 

5 (currently amended). Use according to any one of claim s 1 to 4 The 
method of claim 1 wherei n, in the compound of Formula (Ib^ one of R2 and R 3 

is hydrogen. 

6 (currently amended). Use-according- to any one of claim s 1 to 5 The 
method of claim 1 wherei n, in the compound of Formula f lb)* nisi. 

7 (currently amended). U^ aceordi n g t o- a n y - on e o f claims I to - 6- The 
method of claim 1 wherei n, in the compound of Formula (lb), at least one of 
R2 and R3 is hydrogen and n is L 
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8 (currently amended), Use- According to any one of claims 1 to 7 The 
method of claim 1 wherein , in the compound of Formula fib), R is aryl lower 
alkyl and R\ is lower alkyl. 

9 (currently amended). Us e a c co r d in g- to any one of claims 1 to 8 The 
method of claim 1 wherein, in the compound of Formula fib), 

R2 and R3 are independently hydrogen, lower alkyl, or [[ZY]] Z~Y : 

Z is O, NR4 or PR4Q;]] and Y is hydrogen or lower alkyli or 

[[ZYIJ M is NR4NR 5 R 7? NR40R 5s ONR^Ry, NR 4 C-R 5 or NR 4 C-OR 5 . 

O O 

10 (currently amended). Use according to The method of claim 9 
wherein , in the compound of Formula fib), 

R2 is hydrogen and [[and]] R 3 is lower alkyl, or [[ZY]] Z~Y ; 
Z is O, NR4 or PR4K;]] and Y is hydrogen or lower alkyl; or 
[[ZY]] Z^V is NR4NR 5 R ?7 NR4OR5, ONR4R7, NR 4 C-R 5 or NR 4 C~OR 5 . 

o 0 

11 (currently amended). Use according to The method of claim 9 
wherei n, in the compound of Formula fib), R2 is hydrogen and R3 is lower 
alkyl , which may be substituted or unsubstituted with at least one electron 
donating group -er/and- or at least one electron withdrawing group, NR4OR5, 
or/and or ONR4R7. 

12 (currently amended). U s e - according to The method of claim 9 
wherein , in the compound of Formula (lb), R3 is lower alkyl which is 
unsubstituted or substituted with hydroxy or lower alkoxy, NR4OR5 or/and or 
ONR4R7> wherein R^ R5 and R7 are independently hydrogen or lower alkyl, R is 
aryl lower alkyl, which aryl group may be unsubstituted or substituted with at 
least one electron withdrawing groups and R| is lower alkyl, 

13 (currently amended). Us e acco rdi ng to The method of claim 12 
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wherein , in the compound of Formula fib)* aryl is phenyl and is unsubstituted 
or substituted with halo. 

14 (currently amended). Us e according to -any o n e o f c Mms 1 to 13 
The method of claim 1 wherein the compound is 

(R ^ 2 -a c e tam^^ (R)-2-acetamido-N- 
benzYl-3-methoxypropionamide ; 

O-methyl-N-acetyl-D-serine-m-fluorobenzylamide; 
O-methyl-N-acetyl-D-serine-p-fluorobenzylamide; 
N-acetyl-D-pheny 1 glycinebenzy lamide ; 

B - l - ;2- ( N ? O dimethylhydroxylamino) 2 acetamidc acetic acid benzylamidc 
D-l,2"(N,Q-dimethylhydroxyIamino)"2-acetamido acetic acid 
benzylamidc ; or 

D-l 3> 2-(0-methylhydroxylamino)-2-acetamido acetic acid benzylamide. 

15 (currently amended). Use of any one of claims 1 -to 1 4- wh e re 4 ii " The 

method of claim 1 wherein the compound has the Formula (lib) 

H H H 

Ar — CH 2 N C C N C— R 1 

O R 3 O 
Formula (lib) 

wherein 

Ar is phenyl which is unsubstituted or substituted with at least one halo group; 
R3 is CH2~Q ? wherein Q is lower alkoxy containing 1-3 carbon atoms^ and 
Ri is lower alkyl containing 1-3 carbon atoms a 
or [[of]] a pharmaceutical ly acceptable salt thereof. 

16 (currently amended). Use according to The method of claim 15 
wherei n, in the compound of Formula (Hb), Ar is unsubstituted phenyl. 

17 (currently amended). Use according to claims 15 or 46 The method 
of claim 15 wherein ^ in the compound of Formula (lib), halo is fluoro. 
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18 (currently amended). Us e a <* ewdipg to any one of claims - 15 to 17 
The method of claim 15 wherei n, in the compound of Formula (lib), R 3 is 

CH2-Q, wherein Q is alkoxy containing 1-3 carbon atoms and Ar is unsubstituted 
phenyl 

1 9 (currently amended). Use e f - any one of -claims 1 to 1 8 The method 
of claim 1 wherein the compound is in the R configuration hav i ng and has the 
formula 

R 2 O 
H 

R NH C C N C R 1 

O R 3 R 

wherein 

R is benzyl which is unsubstituted or substituted with at least one halo group; 
R> is hydrogen; 

R3 is CH2-Q, wherein Q is lower alkoxy containing 1-3 carbon atoms^ and 
Ri is methyl^ 
or a pharmaceutical^ acceptable salt thereof. 

20 (currently amended). Use aceor-diag - te - The method of claim 19 a 
wherein the compound [[which]] is substantially enantiopure. 

21 (currently amended). Use -a ecKK^mg or 2 0 The method 
of claim 19 wherein , in the formula for the compound, R is unsubstituted 
benzyl 

22 (currently amended). Use-a ccor din g-to c l a i ms 4 9 to 2 1 The method 
of claim 19 wherei n, in the formula for the compound, halo is fluoro. 

23 (currently amended). Use-a cco rdin g to claims 19 to 22 The method 
of claim 19 wherein , in the formula for the compound, R3 is CH2-Q, wherein Q 
is alkoxy containing 1-3 carbon atoms and R is unsubstituted benzyl 

24 (currently amended). Use according to any one of claims 1 to 4 The 
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method of claim 1 , wherein the compound of Formula (lb) is (R) - 2 - Acctamido - 

N benzyl 3 mcthoxypropionamidc (R)-2-acetamido-N-benzyl-3- 

methoxYpropionamide or a pharmaceutical^ acceptable salt thereof. 

25 (currently amended). Use according to The method of claim 24, 
wherein the - eompnnd compound is substantially enantiopure, 

26 (currently amended). Use according to any one of the preceding 
etftims- The method of claim 1 , wherein the pharmaceutical composition is 
prepared fop 4reat m e nt -¥ ri^ compound is administered at a dose 
of at least 1 00 mg/da y, preferably of a £4eas^ 200 - m g/d a y y more pr e f e rably of 
at least 300 mg/day, most preferably of a t least 4 00 mg/da y. 

27 (currently amended). Use a cc o rdin g to any~onc~of the preceding 
elaims- The method of claim 1 , wherein the - p h a r mac eu t ic al compo s ition is 
pr e pared for tr e atm e nt w&h-doses of the compound is administered at a dose 
of at a maximum 6 g/day ? preferably of at a maximum 3 g/day, more 
preferably of at a m a ximum t - g/day and most preferably of at a maximum 
4 00 mg/day . 

28 (currently amended). Use according to any one of t i re precedin g 
claims The method of claim 1 , wherein the phar m aeeutieal composition i s 
prepared for treatment with compound is administered at increasing daily 
doses until a predetermined daily dose is reached which is maintained during 
[[the]] further treatment. 

29 (currently amended). U se according to any one of the preceding 
elaimsH The method of claim 1 , wherein the -ph armaceutical composition i s 
prepared for treatmen t- compound is administered in at most three doses per 
day , preferably two dos es-pe r day^raor e -preferably - in a singl e d ose per day. 

30 (currently amended). Ua e - according to any one o f the preceding 
claims The method of claim 1 , wherein - th e pharmaceutical composition is 
prepared for an administration of the compound resulting results in a plasma 
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concentration of 7 to 8 jig/ml (trough) and 9 to 12 pg/ml (peak), calculated as an 
average over a plurality of treated subjects. 

31 (currently amended). Use according to any one of -the prece di ng 
cl a i m s- The method of claim 1 , wherein the - phftrm« € ei rt iefli^ia pe rf t iott 4 s 
prepared for treatment compound is administered for at least one week^ 
pr eferably at least two weeks, more preferabl y at least fo ur w eeks, m os t 
preferably at least eight weeks. 

32 (currently amended). Use according to any one of the preceding 
claims The method of claim 1 , wherein the pharmaceutical compo s ition is 
prepared for oral a dmi nistration compound is administered orally , 

33 (currently amended). Use according to any one of the preceding 
c laims , wherein the pharmaceutical compo s ition comprises The method of 
claim L further comprising administering to the subject a further active agent 
effective for ((the)] prevention^ all e viation - or/and- or treatment of headache 
wetem*}- or CS Dissociated disorders. 

34 (currently amended). Use a c cordmg-4o- The method of claim 33 a 
wherein the pharmaceutical composition compris es- compound of Formula 
(lb) and the further active agent are present in a single dose form or 
comprises a - scparatc dose form comprising a fir s t compo s ition comprising a 
compoun d as defined in -an y of the claims 1 and 5 to 25 a ** d a secon d 
composition for the preven tio n, alle vi ation or/and treatmen t o f he adache 
or/and CSD - associatcd disorders , 

35 (currently amended). Use according to any one of the preceding 
claim s? — w herein — the — pharmac e utical — c ompo s ition — is — pr e pared — for 
administration in mamma ls- The method of claim 1, wherein the sub ject is a 
mammal 

36 (currently amended). Use according to The method of claim 35 a 
wherein the -ph armaceutica l- compo s ition i s prepar e d for administo tW^ 
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humans subject is human . 

37 (currently amended). A pharmaceutical composition therapeutic 
combination comprising 

(a) a compound as defined in any of the claims 1 and 5 to 25 of Formula 
(lb) , and 

(b) a further active agent effective for [[the]] prevention , alleviation or/and 
or treatment of treatment of headache or/and or CSD-associated 
disorders. 

38 (currently amended), The pharmaceutical composit io n according to 
combination of claim 37* which is wherein the compound of Formula fib) 
and the further active agent are present in a single dose form o r comprises a 
separate-dose form com prising a first c o m position comprising-a compound a s 
defined in any of the cl aims- l -- and - 5 - to 3^ 

prevention, alleviation or/and the treatment of headache or/and CSD 
associated dis or ders. 

39 (new). The combination of claim 37, wherein the compound of 
Formula (lb) and the further active agent are present in separate dose forms, 

40 (new). The method of claim 33, wherein the compound of Formula 
(lb) and the further active agent are present in separate dose forms. 
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